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This opinion contains indications relating to the following items: 

Box No. I Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43*w. l(a)(i)with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 
Certain documents cited 
□ Box No. VTI Certain defects in the international application 
Q Box No. VIII Certain observations on the international application 



□ BoxNo.H 

□ Box No. Ill 

□ Box No. IV 
Box No. V 



□ Box No. VI 



2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will be considered to be a written opinion of the 
• LnSS Preliminary Examining Authority ("IPEA") except that this does not apply where 

Authority other than this one to be the IPEA and the chosen IPEA has notified the International Bureau under Rule .66. 1 bis{h) that 
written opinions of this International Searching Authority will not be so considered. . 

Tf this opinion is as provided above, considered to be a written opinion of the IPEA, the applicant is invited to' submit. to the 
IPEA a written rep^y together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/IS A/220 or before the expiration of 22 months from the priority date, whichever expires later. 

For further options, see Form PCT/IS A/220. 
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PCT/CN2005/000408 



Box No. I Basis of the opinion 



1 . With regard to the language, this opinion has been established on the basis of: 



the international application in the language in which it was filed 
Q a translation of the international application into 



, which is the language of a translation 



furnished for the purposes of international search (Rules 12.3(a) and 23.1(b)). 



2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed 
invention, this opinion has been established on the basis of: 

a. type of material 

Ex] a sequence listing 

□ table(s) related to the sequence listing 

b. format of material 

□ on paper 
in electronic form 



c. 



time of filing/furnishing I 

□ contained in the international application as filed j 
£3 filed together with the international application in electronic form 

□ furnished subsequently to this Authority for the purposes of search 

3 □ In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto has been Hied or 
furnished, the required statements that the information in the subsequent or additional copies is identical to that m the 
application as filed or does not go beyond the application as filed, as appropriate, were furnished. 



4. Additional comments: 
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Box No. V Reasoned statement under Rule 436«.l(a)(i) with regard to novelty, inventive ste*p or industrial applicability; 

citations and explanations supporting such statement j 



1. Statement: 

Novelty (N) Claims 4-13,15-20 YES 

Claims 1-3, 14 NO 

Inventive step (IS) Claims . YhS 

Claims 1-20 KO 

Industrial applicability (IA) Claims 1-20 -~ YES 

Claims • NO 

2. Citations and explanations 



D1 
D2 
D3 



ACTA BIOCHIMICA et BIOPHYSICA SINICA, Vol.35,No.6 



HYBRIDOMA, Vol.9, No.1 
ON A 1380341 

2.1 Novelty: 

Claims 1-3 and 14 lack novelty under PCT Article 33(2) as being anticipated by document 1 (from 
page 503 to page 510). The document discloses a recombinant multifunctional single-chain irispecific 
antibody (scTsAb), which contains anti-ovarian carcinoma(OC) svFv, FC interlinker, anti-human CD3 
scFv, HSA interlinker and V H domain of anti-human CD28 antibody in turn. In addition, the sclsAb 
has a c-myc tag in the C termination. The antibody was constructed and expressed in E.coli BL21 
Star strain In order to harvest the recombinant protein, the culture was induced at 30 "C for 4h with 
0 4 mmol/L IPTG. Moreover, the document 3(from page 7 to page 19 of the description) describes a 
cyclic single-chain trispecific antibody against human tumor which also comprises parts as described 
in the claims 1-3 of the present invention. 

■ 

2.2 Inventive step: 

Claims 4-13 and 15-20 lack an inventive step under PCT Article 33(3) as being obvious over 

document 1 in combination with document 2. 

A mouse-human chimeric antibody specific for human carcinoebryonic antigen(CEA) was 
produced by recombinnant DNA techniques in the document 2(from page 43 to page 48). The 
nucleotide sequences and deduced amino sequences of the V H gene and V L gene of the ant.-CEA 
antibody was also showed. So it would be obvious to one of the ordinary skilled in the art was made 
to obtain a scTsAb of claims 4-5 and 8-9 containing anti-CEA svFv, FC interlinker, anti-human CD3 
scFv HAS interlinker and V H domain of anti-human CD28 antibody on the basis of document 1 and 
document 2. The techniques and methods for use are routinely determined in the genej eng.neer.ng 
arts and do not bring out unexpected effect. The DNA sequences of the claimed scTsAb could be 
deduced according to triple codes. An expression vector containing the nucleotide sequences coding 
for the scTsAb and a host cell containing the expression vector were described in the document 

I whererin the vector was pTRI or psTRI and the host cell was E.coli BL21 Star. Thus, it would be 
obvious to one of the ordinary skilled in the art to get an expression vector as claimea in claim 10 or 

II and a host cell as claimed in claim 1 2 or 1 3 without the need for an inventive concept. 
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Supplemental Box 



In case the space in any of the preceding boxes is not sufficient 
Continuation of Box V(Citations and explanations): 



The additional features of dependent claims 15-16 could not confer inventiveness on which they 
depend because the feature of claim 15 was disclosed in the document 1 and the feature of claim 16 
was a conventional method for purify protein in the art. 

Document 1 also demonstrated that the scTsAb could be used for elimination of disseminated 
tumor cells. Certainly, it is easy for the skilled person to produce pharmaceutical combination with 
known antibodies. Consequently, the claims 17-20 of the present invention don't meet the 
requirements of PCT Article 33(3) in respect of inventive step. 

2.3 Utility: 

Claims 1-20 meet the criteria set out in PCT Article 33(4). The claimed invention would have 
been expected to have industrial applicability in the pharmaceutical field, e.g., in the treatment of 
cancer. 
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2.1 ^Tff^tt: 

1 -3 fP 14 mXiT-Xibk-Xft 1 503-510 ]JT) PCT 
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